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Gerald L. Fries- Pharm.D.
Responsible Head
Greer Laboratories
639 Nuw’ayCircle,~
Lenoir, NC 28645-0800

Dear Mr. Friesen:

During an inspection of Grew Laboratories, 639 Nuway Circle, NE, Lenoir, NC, conducted on
August 11-15, 1997, ~A investigators documented significant deviations born Section
501(a)(2)(B) of the Federal Food, Drug, and Cosmetic Act and Title 21, code @Fed@
~ (21 CFR), Parts 600 and211 with respect to the manufiwttare of your product,
Plague Vaccine. The deviations documented by the FDA investigators include the following:

1. Failure to report to the Director, Center for Biologcs Evaluation and Research important
proposed changes in rnanufkcturing methods for Plague Vaccine as required by 21 CFR
601.12 in that inoculation of ~as performed from an ampule of the
Master Seed Iot under investigation&d not approved in the prwkt license.

2. Faikm to perform thorough investigations when batches or components fail to meet the
specifications for Plague Vaccine [21 CFR211. 192]. For example:

a. There was no investigation into the loss of potency of lot FC)829YI; and

b. Some of the deviation reports lacked a resolution of the deviation and evaluation ‘
of the affected product.
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3. Failure to establish and/or follow written procedures fbr production and process controls
desi~ed to assure that the drug products have the identity, -g@ ~uaty, ~d pUI@

they purport or are represented to possess and to assure that such prwxhmx, including
any Changes, are drafted, reviewed, and approved by the appropriate organidonal units
and reviewed and approved by quality control [21 CFR 211. 100]. For example:

a. There are no Stan
of results fromtk ‘ .,, ,,

b. There are no SOP’S for dispOs@gexpired ~~

c. SOI?’SN Iwbg for tie
and documentation; and

4. Failure to validate the performance of those manufacturing processes that maybe
responsible for causing variability in the characteristics of the in-pmoess material and the
drug product [21 CFR 211. 110(a)]. For ample:

a. The steam supply for the autoclaves in JAW@@ and is not monitored;
, ,.,

b. Reuse of disk air fi
not been validated;

c. The cleaning process for reuse of- }ottles has not been validated to
demonstrate that no significant res.id&ls of detergents remaintier cleaning and

d. The potential for contamination of ,, .screte harvest lot of
. .

~ prior to pooling) by mWhu@ ccmtact of the “agar
trap” with the neck of the bottle has not been evaluated.

5. Failure to separate or ddne areas or such other control systems for the firm’s operations
as neceswy to prevent contamination or mixups [2 1 CFR 211.42 (c)]. For exampk

a. There are no quirements to sqkate operatkm and equipment for live and
inactivated bacterial processes in Room

.“:

b. Bulk vaccines stored in Cold Rooq@kh are not identifwi as qw=antined or
released; and
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c. The impact of concurrent activities in the east side of the aseptic processing suite
(Mom - , on the filling operations in the west side has not been evaluated.

6. Failure to establish a system for monitoring environmental conditions [21 CFR
21 1.42(c)(10)@)] For example:

a. The aseptic processing of product in Building#%s not been ewduated via media
fills since 1994~

b. Documentation of the results of the February, 1997 media fill in Room
(specified by the SOP) were not avaihbi~ and ~

c. The gowning rooms in EMldin~ are not included in the routine environmental
monitoring program. The media prephvash room Roo~ is not monitored for
viable particulate.

.‘.

7. Failure to establish written quality wmtral unit procedures fm approving or rejecting all
pmeedures or specifications impacting on the identity, strmglq quality, and purity of the
drug product [21 CFR 21 1.22(d)] in that internal QC product rekase does not document
the review of environmental monitoring data.

8. Failwe to establish scientifically sound and appropriate specifications, standards, sampling
plans and test procedures to assure that components, dmg products conform to
appropriate standards of identi~ strength, quality and purity [21 CFR211. 160(b)] in that
SOP #glMWMWpecifies that, in testing potency, the antigenic value of the test vaccine
expressed as the relative potency must be .5 or greater in relation to the reference vaccine.
It is your practiw to “round up” all factional values in hundreths to the next higher tenths
place. Thus; relative potency values horn .41 through .49 are rounded up to .5 and are
deemed to be acceptable even though they are less than the.5 value speoified “inyour own
SOI?. No rationale or validation documentation has been provided to show the
appropriateness or valWy of the rounding up procedure. The recalled lot of plague
vaccine (lot IW829Y1 ) had to reach a value of less than.4 (it tested at .35) before it was
considered out of spcciikations

The above identified deviationsare not intendedto be an all inclusive list of deficiencies at your
fadty. It is your responsibility as Responsible Head to assurethatyour operations are in
compliance with all the provisions of the Federal Food, Drug and Cosmetic Act and all applicable
regulations.
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You shouldtake prompt action to correct these deviations.
within 15 working days of receipt of this letter of any steps

Please noti~ this office, in writing,
yOuhavetakento correctthenoted

violationsand to prevent their recwmmce. If corrective action cannot be completed within 15
working days, state the reason fbr the delay and the time within which the corrections will be
completed. Failure to promptly correct these deviationsmay result in regulatory action without
fixther notice. These actions include license suspension andlor revocatiorq seizure, and/or
injunction.

Federal agencies am advised of the issuance of all warning letters about drugs so that they may
take this information into account when considering the award of contracts.

Your reply shouldbe sent to me at the Food and Drug Administration Center for 13iologics
Evaluation and Res~ Attention Division of Case Management, HFW610, 1401 Rockville
Pike, Suite 200N, Rockville, MD 20852-1448.

,

Sincerely,

f

James C. Simmons
‘ Director

Office of Compliance
Center for Biok@cs Evaluation and Research


